



































































































































Tr. at 814:11-815:3 (Emens).

L. Findings Relevant to the Prior Art Combinations Asserted by
Defendants to Invalidate Claim 14 of the #829 Patent

161) Defendants argue that claim 14 of the #829 patent is invalid as
obvious in light of the combinations of (1) Hack, Lankford, the #244 Publication,
and Hardeland and (2) Hack, the #244 Publication, and Hardeland.

1. “A method of treating a patient for [Non-24-Hour Sleep-
Wake] disorder . . . with 20 mg of tasimelteon once daily”

162) I have already found that the combinations of (1) Hack, Lankford, and
the #244 Publication and (2) Hack, the #244 Publication, and Hardeland each teach
the treatment of patients with 20 milligrams of tasimelteon once daily; that a
skilled artisan would have been motivated to combine respectively these
references; and that a skilled artisan would reasonably have expected that such
treatment would succeed.

2. “wherein the patient is being treated with a strong CYP1A2
inhibitor selected from a group consisting of fluvoxamine,

ciprofloxacin, and verapamil, the method comprising . . .
discontinuing treatment with the strong CYP1A2 inhibitor”

163) I have already found that Hardeland discloses that tasimelteon is
primarily metabolized by CYP1A2 and that Hardeland expressly cautions against
the administration of any drug with tasimelteon that inhibits CYP1A2.

164) An artisan of ordinary skill who intended to administer tasimelteon to

a patient who was already taking a CYP1A2 inhibitor would have expected that
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tasimelteon should not be co-administered with a CYP1A2 inhibitor and would
have heeded Hardeland’s warning against co-administering tasimelteon and
CYP1A2 inhibitors, especially in light of the well-known drug-drug interaction
between ramelteon and fluvoxamine. Tr. at 1043:18-1046:4, 1116:24-1117:13
(Greenblatt); see also DTX 028 at 9; JTX 093 at 4; JTX 035 at 10. Thus, a skilled
artisan would have found it obvious to discontinue treatment of a patient with a
strong CYP1A2 inhibitor such as fluvoxamine before treating that patient with
tasimelteon. Tr. at 1049:3-1050:19 (Greenblatt).

M. Findings Relevant to the Prior Art Combinations Asserted by
Defendants to Invalidate Claim 4 of the #910 Patent

165) Defendants argue that claim 4 of the #910 patent is invalid as obvious
in light of the combinations of (1) Hack, Lankford, the #244 Publication, and
Pandi-Perumal and (2) Hack, the #244 Publication, Hardeland, and Pandi-Perumal.

1. “A method of treating a [light perception impaired] patient

for [Non-24] disorder ... with...20 mg of tasimelteon
once daily before a target bedtime”

166) I have already found that the combinations of (1) Hack, Lankford, and
the #244 Publication and (2) Hack, the #244 Publication, and Hardeland each teach
the treatment of light perception impaired (i.e., blind) patients suffering from Non-
24 with 20 milligrams of tasimelteon once daily before a target bedtime; that a

skilled artisan would have been motivated to combine respectively these
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references; and that a skilled artisan would reasonably have expected that such
treatment would succeed.

2. “wherein the patient is being treated with rifampicin, the
method comprising: (A) discontinuing the rifampicin
treatment and then (B) treating the patient with
tasimelteon, thereby avoiding the use of tasimelteon in
combination with rifampicin and also thereby avoiding

reduced exposure to tasimelteon caused by induction of
CYP3A4 by rifampicin”

167) 1have already found that Pandi-Perumal teaches that (1) ramelteon is
a melatonin receptor agonist that specifically acts through the MT1 and MT2
melatonin receptors; (2) ramelteon is metabolized by CYP3A4; (3) ramelteon
should not be used in combination with fluvoxamine or ciprofloxacin; (4) the CYP
inducer rifampin has been shown to considerably decrease levels of both ramelteon
and its metabolite M-II; and (5) to avoid losses in efficacy, relevant CYP enzymes
should be avoided when administering ramelteon.

168) I have already found that an artisan of ordinary skill would have
understood in January 2012 that drug-drug interactions are predictable, and the
artisan would have looked to ramelteon to predict tasimelteon drug-drug
interactions because of the many known similarities between ramelteon and
tasimelteon, including the fact that ramelteon and tasimelteon have similar
structures, half-life durations, and affinities for melatonin receptors (MT1 and

MT2).
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169) I have already found that an artisan of ordinary skill would have
known that ramelteon is metabolized by CYP1A2 and CYP3 A4, that ramelteon’s
in vivo metabolism resulted in large drug-drug interactions with fluvoxamine (a
CYP1A2 inhibitor) and rifampin (a CYP3A4 inducer), that ramelteon undergoes an
80 percent decrease in blood plasma levels when it is co-administered with the
CYP3A4 inducer rifampin, and that co-administration of ramelteon with rifampin
results in decreased exposure and thus efficacy.

170) In light of Pandi-Perumal and the well-known similarities between
ramelteon and tasimelteon, if, as of January 2012, a skilled artisan wanted to
administer tasimelteon to a patient who was already taking the CYP3 A4 rifampin,
then the artisan would have expected that tasimelteon should not be co-
administered with rifampin and would have thought it necessary and obvious to
stop treating the patient with rifampin before treating the patient with tasimelteon.
See Tr. at 1035:7-18, 1037:5-18, 1040:6-24, 1046:5-1047:5 1047:23-1048:19,
1050:20-1052:2 (Greenblatt); see also DTX 016 at 3—-5; JTX 035 at 1, 3, 10; JTX
093 at 4.

N. Findings Relevant to the Prior Art Combinations Asserted by
Defendants to Invalidate Claim 5 of the #487 Patent

171) Defendants argue that claim 5 of the #487 patent is invalid as
obvious in light of the combinations of (1) Hack, Lankford, and the #244

Publication and (2) Hack, Hardeland, and the #244 Publication.
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1. “A method of treating a human patient suffering from [Non-
24] disorder . . . that comprises orally administering to the
patient an effective dose of tasimelteon . .. wherein the
effective dose is 20 mg/d.

172) I have already found that the combinations of (1) Hack, Lankford,
and the #244 Publication and (2) Hack, Hardeland, and the #244 Publication each
teach the treatment of Non-24 patients with 20 milligrams of tasimelteon once
daily; that a skilled artisan would have been motivated to combine respectively
these references; and that a skilled artisan would reasonably have expected that

such treatment would succeed.

2. “without food”

173)  The parties stipulated that for purposes of the #487 patent, “without
food” means “the patient has not consumed food within 30 minutes prior to
administration of tasimelteon and does not consume food with the administration
of tasimelteon.” D.I. 183 at 3.

174) The #244 Publication, Hardeland, and Lankford each disclose
administration of tasimelteon 30 minutes before bedtime. See DTX 016 at 6; DTX
041 at 24; DTX 020 at 5.

175) Dr. Emens testified credibly that “it’s more likely than not” that an
artisan of ordinary skill who was administering tasimelteon within 30 minutes of
the patient’s bedtime would do so “without food” and that it would have been

obvious to an artisan of ordinary skill to administer tasimelteon without food 30
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minutes before bedtime. Tr. at 803:5-23 (Emens).

O. Alleged Objective Indicia of Nonobviousness

176) Vanda argues that the nonobviousness of the asserted claims is
demonstrated by four “objective indicia”—unexpected results, long-felt need,

industry praise, and failure of others.

1. Alleged Unexpected Results of the RE604 Patent
a. Half-Life

177) Vanda argues that “[t]asimelteon’s relatively long half-life would
have led one of skill not to expect that tasimelteon would work for treating Non-24
by entrainment.” D.I. 311 at 38. It cites Lankford in support of this assertion.

178)  Lankford discloses that melatonin had a “short half-life” that is
“typically in the range 20 - 30 min, though sometimes less, with a maximum
period of 45 min” and that, because of its half-life, “it is unsurprising that while
melatonin has shown some effectiveness, though inconsistently, in treating sleep
onset insomnia, it has not demonstrated similar effectiveness in the treatment of
sleep maintenance type insomnia.” DTX 020 at 4.

179) But Lankford further disclosed that “[i]n rats and monkeys, the
half-life of tasimelteon was approximately 2 h[,] which is longer than the half-life
of melatonin,” and that “there has been considerable interest in developing, for the
treatment of both sleep onset and maintenance type insomnia either sustained

release forms of melatonin or melatonergic agonists with longer half-lives than
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exogenous melatonin.” DTX 020 at 4.

180) Lankford concludes that
the half-life of melatonin is a relatively short (20-30
min) while the half-life of tasimelteon is apparently
longer, at least based on animal studies. The longer
half-life could make tasimelteon more suitable for
treating insomnias other than just the sleep onset type.
DTX 020 at 7.

181) Accordingly, I find that Lankford does not demonstrate that a
skilled artisan would not have expected that tasimelteon would work for Non-24
treatment by entrainment.

182) On the contrary, as I found above and based on the credible
testimony of Dr. Emens, a skilled artisan as of January 2012 would have
understood Lankford as teaching or suggesting that tasimelteon could likely entrain
blind patients with Non-24.

183)  Vanda cites the testimony of Dr. Emens and Dr. Czeisler for the
proposition that “[a] longer half-life increases the risk that tasimelteon’s effects
will ‘spill over’ into the period when stimulation actually delays the patient’s
circadian phase, thus counteracting any benefit obtained from advancing the
patient’s circadian phase when the medicine is first administered.” D.I. 311 at 38.

The cited testimony of Dr. Emens, however, established only that at some

undefined point a dosage of melatonin can be high enough to create “both kind of
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helpful phase advances and unhelpful phase delays” that would “counteract each
other” and accordingly fail to achieve the phase shift necessary for entrainment.

Tr. at 840:22—843:19 (Emens). Neither that testimony nor Dr. Czeisler’s testimony
cause me to question my finding—based on Dr. Emens’s testimony and the
disclosures in the prior art discussed above—that a skilled artisan would have
reasonably expected in January 2012 that tasimelteon would work for treating
Non-24 by entrainment. (I did not find Dr. Czeisler, especially given his
substantial financial ties to Vanda that were not disclosed until cross-examination,
to be as credible as Dr. Emens.)

b. Dosage

184)  Vanda argues “[t]hat 20mg of tasimelteon proved efficacious was
unexpected.” D.I. 311 at 38.

185) As made clear from my finding above, Hardeland, Lankford, and
Vanda itself in the #244 Publication, contradict this contention.

c. Timing of Administration

186) Citing only Dr. Czeisler’s trial testimony, Vanda contends that “[i]t
was unexpected that success could be obtained administering tasimelteon before
bedtime, rather than several hours earlier.” D.I. 311 at 39.

187)  Asdiscussed above, substantial record evidence contradicts this

contention. Vanda itself stated in the #244 Publication that tasimelteon should be
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administered “about 1/2 hour before sleep time,” DTX 041 at 24; see also DTX
041 at 25-26, and Vanda’s prior-art clinical trial protocol instructed that
tasimelteon should be administered one hour before bedtime. See DTX 042 at 9—
10; see also DTX 020 at 5; DTX 041 at 10; DTX 016 at 5-6; Tr. at 807:13—-808:20,
812:24—-813:9 (Emens).

d.  Phase-Response Curve

188)  Vanda argues that the absence in January 2012 (and still today) of a
phase-response curve for any dose of tasimelteon means that “it . . . cannot be
determined a priori whether a given dose of tasimelteon at a given time can shift
or entrain the circadian rthythm” and thus the results claimed in the RE604 patent
were unexpected. D.I. 311 at 39. Vanda argues that this lack of phase-response
curve data is important because that data “are an important first step in determining
when and how much medicine to give.” D.I. 311 at 39. This assertion is
irrelevant, as the prior art discussed above uniformly described administering
tasimelteon shortly before bedtime and also discussed the appropriate dose.

2. Alleged Unexpected Results of the #487 Patent

189) Vanda argues that as of the priority date of the #487 patent, “it
would have been unexpected that administration of tasimelteon with food would
decrease its efficacy in treating Non-24.” D.I. 311 at 40. But Vanda cites no

evidence adduced at trial that shows or suggests in any way what a skilled artisan
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in January 2012 would have expected when tasimelteon is administered with and
without food. Accordingly, Vanda’s contention about alleged unexpected results
of administering tasimelteon without food necessarily fails. See Pfizer, Inc. v.
Apotex, Inc., 480 F.3d 1348, 1371 (Fed. Cir. 2007) (holding that “by definition,
any superior property must be unexpected to be considered as evidence of non-
obviousness” and that unexpected results “evidence must fail [if] the record is
devoid of any evidence of what the skilled artisan would have expected”)
(emphasis in the original).

3. Alleged Unexpected Results of the #910 Patent

190) Vanda argues that it “would have been an unexpected result as of
the priority date of the [#]910 Patent that tasimelteon should not be co-
administered with rifampicin, a strong CYP3A3 inducer.” D.I. 311 at 41.
According to Vanda, “[t]he only source of original data regarding tasimelteon’s
metabolism concluded ‘[n]o metabolism of BMS-214778 was observed following
incubation with . . . [CYP]3A4.”” D.I. 311 at 41. But, as Dr. Greenblatt credibly
explained at trial, a skilled artisan aware of this source of data would not have
“exclude[d] a major role of CYP3A4 in the induced state” because “induction
causes a massive increase in the amount of enzymes,” meaning “you can’t exclude
a major role of CYP3A4 in the induced state even if you can’t detect it in the

uninduced state.” Tr. at 1116:13-20 (Greenblatt). A skilled artisan would have
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been particularly likely to suspect a potential interaction between tasimelteon and
strong CYP3A4 inducers given the knowledge in the art that (i) the structurally
analogous compound ramelteon exhibited a “large” drug-drug interaction with
strong CYP3A4 inhibitors, Tr. at 1116:21-1117:13 (Greenblatt), and (ii) CYP3A4
resides in the gastrointestinal tract, is the “most abundant” enzyme in the liver, and
metabolizes a large percentage of drugs. See Tr. at 1050:20-1052:2 (Greenblatt);
Tr. at 1146:19-25 (Parkinson).

191) In addition, for the reasons discussed above, I find that a skilled
artisan would have expected that tasimelteon should not be co-administered with
rifampin.

4. Alleged Unexpected Results of the #829 Patent

192) Vanda argues:

While here the sole piece of prior art taught that CYP1A2
was one of the four enzymes ‘primarily’ responsible for
tasimelteon in an in vitro laboratory test, the undisputed
record evidence from both parties’ experts is that a
skilled artisan could not determine from that lone fact
whether to avoid administering tasimelteon and a strong
CYP1A2 inhibitor, or whether to increase or decrease the
dose of one or the other, or whether no adjustment is
needed. FDA draft guidelines for that decision require at
least one more type of in vitro assay and in vivo data.

D.I. 311 at 41-42 (citations omitted).
193) I understand Vanda’s argument to be that without i vivo tests, a

skilled artisan could not have known with certainty whether the co-administration
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of tasimelteon and strong CYP1A2 inhibitors should be avoided. That may be
true, but I will make no finding of fact to that effect because it has no bearing on
the issues before me. See Pfizer, 480 F.3d at 1364 (holding that “obviousness
cannot be avoided simply by a showing of some degree of unpredictability in the
art so long as there was a reasonable probability of success” and that “the
expectation of success need only be reasonable, not absolute”).

194) For the reasons discussed above, I have already found that an
artisan of ordinary skill would have expected that tasimelteon should not be co-
administered with a CYP1A2 inhibitor and would have heeded Hardeland’s
warning against co-administering tasimelteon and CYP1A2 inhibitors, especially
in light of the well-known drug-drug interaction between ramelteon and

fluvoxamine.

S. Alleged Long-Felt Need of the Claimed Non-24 Treatment

195) Vanda argues that “[b]efore [it] invented the method of claim 3 of
the Non-24-Treatment Patent, there was a long-felt, unmet need for a safe and
effective treatment for Non-24, particularly in patients in whom melatonin was not
effective.” D.I. 311 at 42.

196) The record evidence Vanda cites in support of this assertion does
not demonstrate a long-felt need for the treatment method claimed in claim 3 of the

RE604 patent.
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197) Vanda first cites Dr. Combs’s testimony about an article he
authored in 2019—i.e., the year after this case was filed and seven years after the
priority date of the RE604 patent. See D.I. 311 at 42 (citing Tr. at 203:2-203:16
(Combs)). The article recounts the successful treatment of one adolescent Non-24
patient who had previously been treated unsuccessfully with melatonin. Given the
date of the article and the fact that it discusses only one patient’s experience, the
article fails to show a long-felt need for the claimed treatment.

198) The remaining record evidence cited by Vanda, see D.1. 311 at 43,
is cursory at best and suggests at most that there was some need among Non-24
patients for whom melatonin had not worked for another drug; it does not suggest
that there was a need for a specific method of using that drug. Moreover, as Dr.
Emens credibly testified, by 2003 melatonin was viewed in the field as effective
treatment for Non-24. See Tr. at 716:2-721:4 (Emens); Tr. at 1217:14-23
(Emens); see also JTX 146 at 1 (stating that Hack’s “findings demonstrate that a
daily dose of 0.5 mg melatonin is effective at entraining the free-running circadian
systems in most of the blind subjects studied”).

6. Alleged Industry Praise for the Claimed Non-24 Treatment

199) Vanda points to various examples of praise it has received from
industry groups and organizations that support the blind. But it does not cite any

praise specifically directed at the treatment method claimed in the RE604 patent.

55




Accordingly, I find that whatever industry praise Vanda received is of minimal
probative value with respect to the obviousness of the claimed method.

7. Alleged Failure of Others to Develop the Claimed Non-24
Treatment

200)  Vanda argues that “melatonin researchers” had failed to
demonstrate in a large-scale study that melatonin can effectively entrain Non-24
patients and that “no one has ever entrained a patient using 20mg of melatonin[.]”
D.I. 311 at 45. But, as I have already found above, it was well-known in the field
as of 2000 that melatonin could entrain Non-24 blind patients to a normal 24-hour
sleep-wake cycle. The absence of a large-scale study does not refute that finding.
And the fact that the effective dose of tasimelteon turned out to be different than
the effective dose of melatonin is of no moment.

201) Vanda also argues that “BMS [Bristol Myers Squibb] failed to
develop any successful treatment using tasimelteon.” D.I. 311 at 45. But Vanda
cites nothing in the record that shows that BMS ever tried to develop tasimelteon
to treat Non-24.

8. Alleged Failure to Recognize CYP3A4 Metabolism

202) Vanda argues that “BMS also failed to recognize that tasimelteon is
metabolized by CYP3A4.” D.I. 311 at 46. But here again, Vanda cites no record

evidence that BMS ever tried to develop the claimed method of the #910 patent.
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III. LEGAL STANDARDS
A.  Direct Infringement

Analyzing infringement involves two steps. The first step is to construe
disputed patent terms consistent with how they would be understood by an artisan
of ordinary skill. Phillips v. AWH Corp., 415 F.3d 1303, 1313 (Fed. Cir. 2005) (en
banc). The second step is to determine whether the accused products or methods
infringe the patent by comparing those products or methods to the construed
claims. Markman v. Westview Instruments, Inc., 52 ¥.3d 967, 976 (Fed. Cir. 1995)
(en banc), aff’d, 517 U.S. 370 (1996). The first step in the infringement analysis is
a question of law; the second is a question of fact. Glaxo, Inc. v. Novopharm, Ltd.,
110 F.3d 1562, 1565 (Fed. Cir. 1997). A patentee bears the burden of proving
infringement by a preponderance of the evidence. Envirotech Corp. v. Al George,
Inc., 730 F.2d 753, 758 (Fed. Cir. 1984).

As noted above, § 271(e)(2)(A) of the Patent Act defines the filing of an
ANDA with a paragraph IV certification as an act of infringement. That definition
“create[s] case or controversy jurisdiction to enable a court to promptly resolve any
dispute concerning infringement and validity” of patents listed in the Orange Book.
Glaxo, 110 F.3d at 1569. “Notwithstanding this defined act of infringement, a
district court’s inquiry in a suit brought under § 271(e)(2) is the same as it is in any

other infringement suit, viz., whether the patent in question is ‘invalid or will not be
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infringed by the manufacture, use, or sale of the drug for which the [ANDA] is

submitted.”” Id. (italics and alteration in original) (underline added) (quoting 21
U.S.C. § 355()(2)(A)(vii)(IV)). Thus, “the ultimate infringement question is
determined by traditional patent law principles and, if a product that an ANDA
applicant is asking the FDA to approve for sale falls within the scope of an issued
patent, a judgment of infringement must necessarily ensue.” Sunovion Pharms.,
Inc. v. Teva Pharms. USA, Inc., 731 F.3d 1271, 1278 (Fed. Cir. 2013). By the
same token, if the product that an ANDA applicant is asking the FDA to approve
falls outside the scope of an asserted patent, a judgment of noninfringement must
follow. In short, “[w]hat [the ANDA applicant] has asked the FDA to approve as a
regulatory matter is the subject matter that determines whether infringement will
occur.” Id.

The infringement analysis in an ANDA case is most straightforward when
the ANDA’s specification directly addresses the elements of the asserted claims
that are at issue. “Because drug manufacturers are bound by strict statutory
provisions to sell only those products that comport with the ANDA’s description of
the drug, an ANDA specification defining a proposed generic drug in a manner
that directly addresses the issue of infringement will control the infringement

inquiry.” Abbott Lab’ys v. TorPharm, Inc., 300 F.3d 1367, 1373 (Fed. Cir. 2002).
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As the Federal Circuit explained in Bayer AG v. Elan Pharmaceutical Research

Corp., 212 F.3d 1241 (Fed. Cir. 2000):

If any of the statements in [the ANDA’s] specification
are false, [the ANDA filer] is subject to civil penalties
and the withdrawal of the approval of its drug.
Additionally, if [the ANDA filer] introduces a drug into
interstate commerce without complying with the
approval requirements of 21 U.S.C. § 355, it is subject to
various additional penalties, including an injunction,
criminal sanctions, seizure of the unapproved drug, and
debarment of its corporation and individual officials from
submitting or assisting in the submission of an ANDA in
the future. [The ANDA filer] also would be subject to
criminal prosecution for making false statements to the
FDA under 18 U.S.C. § 1001, conspiring to defraud the
United States under 18 U.S.C. § 371, and obstructing
proceedings before a federal agency under 18 U.S.C.

§ 1501. If [the ANDA filer] changes its ANDA, it must
file the changes with the FDA, and if the changes are to
the drug’s specification, [the ANDA filer] must obtain
approval for the changes before they can be made.

Id. at 1249-50 (citations omitted). Because of these statutory and regulatory
requirements and the consequences that flow from failing to abide by them, courts
“cannot assume that [an ANDA filer] will not act in full compliance with its
representations to the FDA.” In re Brimonidine Pat. Litig., 643 F.3d 1366, 1378
(Fed. Cir. 2011).

This principle that an ANDA filer is bound by the representations and
specifications in its ANDA is central to the infringement inquiry. And if an

ANDA specification describes a product that either necessarily infringes an
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asserted patent or necessarily does not infringe the patent, the specification dictates
the outcome of the infringement analysis. See Ferring B.V. v. Watson Lab’ys, Inc-
Fla., 764 F.3d 1401, 1408 (Fed. Cir. 2014) (“In some cases, the ANDA
specification directly resolves the infringement question because it defines a
proposed generic product in a manner that either meets the limitations of an
asserted patent claim or is outside the scope of such a claim.”); Elan, 212 F.3d at
1249 (finding that an ANDA specification that clearly defined a noninfringing
product “mandate[d] a finding of no literal infringement”).

When the ANDA specification does not answer the question of
infringement, “[t]he relevant inquiry is whether the patentee has proven by a
preponderance of the evidence that the alleged infringer will likely market an
infringing product.” Glaxo, 110 F.3d at 1570. In such cases, “[w]hat is likely to
be sold, or, preferably, what will be sold, will ultimately determine whether
infringement exists.” Id.

B. Induced Infringement

“Whoever actively induces infringement of a patent shall be liable as an
infringer.” 35 U.S.C. § 271(b). A finding of inducement requires establishing an
underlying act of direct infringement, the defendant’s knowledge of or willful
blindness with respect to the direct infringement, and that the defendant’s specific

intent was to encourage the acts that constituted direct infringement. See DSU
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Med. Corp. v. JMS Co., 471 F.3d 1293, 1303, 1306 (Fed. Cir. 2006) (en banc in
relevant part).

C. Obviousness

Under § 103 of the Patent Act, a patent “may not be obtained . . . if the
differences between the subject matter sought to be patented and the prior art are
such that the subject matter as a whole would have been obvious at the time the
invention was made to a person having ordinary skill in the art to which said
subject matter pertains.” 35 U.S.C. § 103 (2006).

As the Supreme Court explained in the seminal case Graham v. John Deere
Co., 383 U.S. 1 (1966), under § 103, “[a]n invention which has been made, and
which is new in the sense that the same thing has not been made before, may still
not be patentable if the difference between the new thing and what was known
before is not considered sufficiently great to warrant a patent.” Id. at 14. Section
103 ensures that “the results of ordinary innovation are not the subject of exclusive
rights under the patent laws.” KSR Int’l Co. v. Teleflex Inc., 550 U.S. 398, 427
(2007). “Were it otherwise patents might stifle, rather than promote, the progress
of useful arts.” Id. (citing U.S. Const. art. I, § 8, cl. 8).

The Court reaffirmed in KSR that the “framework” set out in the following
paragraph from Graham governs the application of § 103, id. at 406:

While the ultimate question of patent validity is one of
law, the [§] 103 condition [of patentability] . . . lends
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itself to several basic factual inquiries. Under [§] 103,
the scope and content of the prior art are to be
determined; differences between the prior art and the
claims at issue are to be ascertained; and the level of
ordinary skill in the pertinent art resolved. Against this
background, the obviousness or nonobviousness of the
subject matter is determined. Such secondary
considerations as commercial success, long felt but
unsolved needs, failure of others, etc., might be utilized
to give light to the circumstances surrounding the origin
of the subject matter sought to be patented. As indicia of
obviousness or nonobviousness, these inquiries may have
relevancy.

Graham, 383 U.S. at 1415 (citations omitted).

It is clear that under this framework, a district court must consider in an
obviousness inquiry the three primary factors identified by the Court in Graham:
(1) the scope and content of the prior art, (2) the differences between the prior art
and the claims at issue, and (3) the level of ordinary skill in the pertinent art. Less
clear is the role, if any, secondary considerations should play in the analysis.

The logical—some would say necessary—implication of the Court’s use of
the word “secondary” in Graham and its holding that the secondary considerations
“might be utilized” and “may have relevancy” is that a district court is permitted—
but not required in all cases—to examine such considerations in evaluating an

obviousness-based invalidity challenge. The Court seemed to confirm as much in

KSR, when it noted that “Graham set forth a broad inquiry and invited courts,
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where appropriate, to look at any secondary considerations that would prove
instructive.” KSR, 550 U.S. at 415 (emphasis added).

But a district court ignores Graham’s “invitation” to examine secondary
considerations at its peril. One legal scholar, Harmon, has observed that under
Federal Circuit law “[w]e are able now safely to strike the ‘may’ inthe . . .
sentence” in Graham in which the Court stated that secondary “indicia of
obviousness and nonobviousness . . . may have relevancy.” Robert Harmon,
Cynthia Homan, Laura Lydigsen, Patents and the Federal Circuit 245 (13th ed.
2017). Harmon correctly notes that “[t]he Federal Circuit has emphatically and
repeatedly held that objective evidence of non-obviousness must be taken into

account always and not just when the decisionmaker is in doubt.” Id. In

Stratoflex, Inc. v. Aeroquip Corp., 713 F.2d 1530 (Fed. Cir. 1983), for example, the

Federal Circuit held that “evidence rising out of the so-called ‘secondary
considerations’ must always when present be considered en route to a
determination of obviousness.” Id. at 1538. And in In re Cyclobenzaprine
Hydrochloride Extended-Release Capsule Patent Litigation, 676 F.3d 1063 (Fed.
Cir. 2012), the Federal Circuit reaffirmed that holding, id. at 1079, and went on to
say that the Supreme Court in Graham “did not relegate . . . to ‘secondary status’
the “objective factors” the Supreme Court had explicitly identified in Graham as

“secondary considerations.” Id. at 1078.
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True, less than a month after In re Cyclobenzaprine, a different Federal
Circuit panel held in Otsuka Pharmaceutical Co. v. Sandoz, Inc., 678 F.3d 1280
(Fed. Cir. 2012) that because it found that the defendants had “failed to prove that
[the challenged patent claim] would have been prima facie obvious over the
asserted prior art,” it “need not address” the “objective evidence” of commercial
success, long felt need, and the failure of others. Id. at 1296. But the safer course
for a district court faced with an obviousness challenge is to treat Graham’s
invitation to look at secondary considerations like a subpoena.

Obviousness is assessed based on the perspective of an artisan of ordinary
skill at the time of the invention. Unigene Labs., Inc. v. Apotex, Inc., 655 F.3d
1352, 1360 (Fed. Cir. 2011). The court therefore needs to guard against “hindsight
bias” that infers from the inventor’s success in making the patented invention that
the invention was obvious. In re Cyclobenzaprine, 676 F.3d at 1079. The ultimate
question in the obviousness analysis is “whether there was an apparent reason [for
an artisan of ordinary skill] to combine [at the time of the invention] the known
elements in the fashion claimed by the patent at issue.” KSR, 550 U.S. at 418.
“The analysis is objective.” Id. at 406. Thus, a court must determine whether an
artisan of ordinary skill “would haive had reason to combine the teaching of the

prior art references to achieve the claimed invention, and . . . would have had a
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reasonable expectation of success [in] doing so0.” In re Cyclobenzaprine, 676 F.3d
at 1069.

The party challenging the patent’s validity bears the burden of proving
obviousness by clear and convincing evidence. Id. at 1068—69. In weighing the
Graham factors to decide whether the party has met that burden, the district court
must be guided by common sense. Wyers v. Master Lock Co., 616 F.3d 1231,
1238 (Fed. Cir. 2010). Indeed, “the legal determination of obviousness may
include recourse to logic, judgment, and common sense, in lieu of expert
testimony.” Id. at 1239. In KSR, the Supreme Court warned lower courts to avoid
“[r]igid preventative rules that deny factfinders common sense” and to employ
instead “an expansive and flexible approach” under the Graham framework. KSR,
550 U.S. at 415, 421. Thus, the district court may “reorder[ ] in any particular
case” the “sequence” in which it considers the Graham factors. Id. at 407. And
although a court should consider carefully the published prior art, “[t]he
obviousness analysis cannot be confined by . . . overemphasis on the importance
of published articles and the explicit content of issued patents.” Id. at 419.

“[A]lny need or problem known in the field of endeavor at the time of the

invention and addressed by the patent can provide a reason for combining the
elements in the manner claimed.” Id. at 420. And “[t]he combination of familiar

elements according to known methods is likely to be obvious when it does no more
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than yield predictable results.” Id. at 416. “[T]he fact that a combination was
obvious to try might show that it was obvious under § 103.” Id. at 421. Buta
combination is obvious to try only “[w]hen there is a design need or market
pressure to solve a problem and there are a finite number of identified, predictable
solutions” in the prior art at the time of the invention. Id. And the court must also
be mindful that “when the prior art teaches away from combining certain known
elements, discovery of a successful means of combining them is more likely to be
nonobvious.” Id. at 416.

IV. CONCLUSIONS OF LAW
A. Claim 3 of the RE604 Patent
1. Infringement

Vanda contends that Defendants’ ANDA products will induce infringement
of claim 3 of the RE604 patent. Defendants dispute only that they infringe claim
3’s “entraining” and “daily sleep period of approximately 7 to 9 hours” limitations.

I have already found as a factual matter that Vanda did not prove by a
preponderance of the evidence that Defendants’ ANDA labels instruct,
recommend, encourage, teach, or promote the use of Defendants’ tasimelteon drug
products to treat Non-24 by entraining a patient to a 24-hours sleep-wake
cycle. Accordingly, Vanda has failed to establish that Defendants’ ANDAs will
induce the infringement of claim 3 of the RE604 patent. See Limelight Networks,

Inc. v. Akamai Technologies, Inc., 572 U.S. 915 (2014) (holding that a method
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patent “is not infringed unless all the steps are carried out” and that “inducement
liability may arise if, but only if, there is direct infringement”) (cleaned up). I
therefore need not and do not address whether Defendants’ ANDA products would
induce infringement of the “daily sleep period” limitation.

2. Invalidity

I also agree with Defendants that they have proved by clear and convincing
evidence that claim 3 is invalid for obviousness. As I found above as a factual
matter, each element of the claimed method was taught or suggested by two
different combinations of prior art references and an artisan of ordinary skill would
have been motivated to combine the teachings and suggestions of those references
to entrain a blind Non-24 patient with the claimed method and would have had a
reasonable expectation of success in doing so. Accordingly, I conclude as a matter
of law that claim 3 of the RE604 patent is invalid for obviousness.

B. Claim 14 of the #829 Patent

I agree with Defendants that they have proved by clear and convincing
evidence that claim 14 of the #829 patent is invalid for obviousness in light of the
combinations of (1) Hack, Lankford, the #244 Publication, and Hardeland and (2)
Hack, the #244 Publication, and Hardeland. As I found above as a factual matter,
both of these combinations teach the treatment of patients with 20 milligrams of

tasimelteon once daily, that tasimelteon is primarily metabolized by CYP1A2, and
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that tasimelteon should not be co-administered with any drug that inhibits
CYP1A2. An artisan of ordinary skill who intended to administer tasimelteon to a
patient who was already taking a CYP1A2 inhibitor would have expected that
tasimelteon should not be co-administered with a CYP1A2 inhibitor and would
have heeded Hardeland’s warning against co-administering tasimelteon and
CYP1A2 inhibitors, especially in light of the well-known drug-drug interaction
between ramelteon and fluvoxamine. Thus, a skilled artisan would have found it
obvious to discontinue treatment of a patient with a strong CYP1A2 inhibitor such
as fluvoxamine before treating that patient with tasimelteon. Accordingly, I
conclude as a matter of law that claim 14 of the #829 patent is invalid for
obviousness.

Having decided that claim 14 is invalid, I need not and do not address
whether Defendants’ ANDA would infringe claim 14. See Prima Tek II, L.L.C. v.
Polypap, S.A.R.L., 412 F.3d 1284, 1291 (Fed. Cir. 2005) (“[T]here can beno . . .
induced infringement of invalid patent claims.”)

C. Claim 4 of the #910 Patent

I agree with Defendants that they have proved by clear and convincing
evidence that claim 4 of the #910 patent is invalid for obviousness in light of the
combinations of (1) Hack, Lankford, the #244 Publication, and Pandi-Perumal and

(2) Hack, the #244 Publication, Hardeland, and Pandi-Perumal. As I found above
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as a factual matter, both of these combinations teach the treatment of light
perception impaired (i.e., blind) Non-24 patients with 20 milligrams of tasimelteon
once daily before a target bedtime; that ramelteon is metabolized by CYP3A4 and
should not be used in combination with fluvoxamine or ciprofloxacin; that the
CYP inducer rifampin has been shown to considerably decrease levels of both
ramelteon and its metabolite M-II; and that to avoid losses in efficacy, relevant
CYP enzymes should be avoided when administering ramelteon. An artisan of
ordinary skill in January 2012 would have looked to ramelteon to predict
tasimelteon’s drug-drug interactions because of the many known similarities
between ramelteon and tasimelteon, including the fact that ramelteon and
tasimelteon have similar structures, half-life durations, and affinities for melatonin
receptors (MT1 and MT2). And in light of Pandi-Perumal and the well-known
similarities between ramelteon and tasimelteon, if, as of January 2012, a skilled
artisan had intended to administer tasimelteon to a patient who was already taking
the CYP3A4 inducer rifampin, then the artisan would have expected that
tasimelteon should not be co-administered with rifampin and would have thought it
necessary and obvious to stop treating the patient with rifampin before treating the
patient with tasimelteon. Accordingly, I conclude as a matter of law that claim 4

of the #910 patent is invalid for obviousness.
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Having decided that claim 4 is invalid, I need not and do not address
whether Defendants’ ANDA would infringe claim 4. See Prima Tek II, 412 F.3d at
1291.

D. Claim 5 of the #487 Patent

I agree with Defendants that they have proved by clear and convincing
evidence that claim 5 of the #487 patent is invalid as obvious in light of the
combinations of (1) Hack, Lankford, and the #244 Publication and (2) Hack,
Hardeland, and the #244 Publication.

As I found above as a factual matter, the combinations of (1) Hack,
Lankford, and the #244 Publication and (2) Hack, Hardeland, and the #244
Publication each teach the treatment of Non-24 patients with 20 milligrams of
tasimelteon once daily 30 minutes before bedtime. I also found that it is more
likely than not that an artisan of ordinary skill who was administering tasimelteon
within 30 minutes of the patient’s bedtime would do so without food. And I found
that it therefore would have been obvious to an artisan of ordinary skill to
administer tasimelteon without food 30 minutes before bedtime.

Whether to administer tasimelteon with food is a binary choice. A drug is
administered with or without food. “When two equally viable options are
available, as here, then, without more, either one would seem to have been

obvious.” C.R. Bard, Inc. v. Medline Indus., Inc., 2021 WL 3574043, at *4 (Fed.
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Cir. Aug. 13, 2021); see also Gen. Elec. Co. v. Raytheon Techs. Corp., 983 F.3d
1334, 1350 (Fed. Cir. 2020).
Accordingly, I conclude as a matter of law that claim 5 of the #487 patent is

invalid for obviousness.

V. CONCLUSION

For the reasons discussed above, | find that Defendants’ ANDA products do
not infringe claim 3 of the RE604 patent and that claim 3 of the RE604 patent,
claim 4 of the #829 patent, claim 14 of the #910 patent, and claim 5 of the #487
patent are invalid.

The Court will issue an Order directing the parties to submit a proposed

order by which the Court may enter final judgments consistent with this Opinion.
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